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(57) Abstract: A solid pharmaceutical preparation of solifenacin or a salt thereof, the preparation being stable and inhibited from 
^ decomposing with time when supplied to clinical fields. In a pharmaceutical preparation containing solifenacin or a salt thereof, the 

compound in an amorphous form was revealed to be causative of cardinal-drug decomposition with time. The composition for a solid 
30 pharmaceutical preparation of solifenacin or a salt thereof contains solifenacin or its salt each in a crystalline form, and the content 
00 of the compound in an amorphous form in the composition is within the range which exerts no influence on product stability. Also 

provided are: a process for producing the composition; and a medicinal composition for solid pharmaceutical preparations which 

contains solifenacin and an amorphization inhibitor. 
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m m m 

[oooi] yV7^*/is&fttt:Z:<Dl&<Dl&&ft%r£mu ttftMti&tttf 

[0002] yy^rn^v^te, TIE^d) 




St ( I ) 

•C^^-fb^BSrClR, 3' R)-3' -^yy^/V l-7s= /V-l, 2, 3, 4~T 

3 

h-hVfr&xfiv^s^—T/i'frttzm&t&m f ^iss* bs^s? a ^212-2 
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14°C(Dm^h-Dfc^t, itm^t&daf &98. l(c = l. 00, EtOH))Sr^bfcn 

D 

[ooo3] l^u^^ yy^^^*fcfi-?:(D^(D#^iff#:^ov^-c, ^^yy?^ 

2003^6^ ^i¥^^#^J;«9^$^c##fF^:mi^^, ggRlogMfc^j^ o£ 

{SV^-Cfet), 1 0 ^^$^^0*^10 mg J^_L100 mg^T^^^^M^J 
*©^*^0.5%fc5^ii^Mtl©l 0^^*200 n g (DV^f tl^HgV^ 

, mm *p imzitx&v, ^(jx.f«^*^io 

[0004] ^gli^^(D^m^S^V ^TmiR^^^LTV ^yy^^^S^Jte, 2.5 mg 
^^^0#»^^feTO.4%^T^f|ilJ#i-§^S^fe§^%X.^tL^ o 
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[0005] ^mw^bn. ^ymy^y^^y^mm. m^m^mtitcmmmtvxmm 
tiizmm&-i&mt£&femm<Di^&ztomzm uo'c, 75%rh 

i-t£t>-h . mm - m&Mfem&ibvx&tiizyy^^is^tLizittnMto mnm 
m&mfcw&tem&ttKmi&)*40K:, 75%rh, *>/v^^#^v^,yy 

%i^r^mmx^ mmm^h^^yvy^iy>^.tc^<Dm<Dmnmm^m 
m&®w.$tix\,^ 0 

[ooo6] —fflih\az, MmK&nz>mm<Dftmtt.. mtm^Bim, m^-mbc^ y^ 
(Dm^mt£^m^x\^t\^fhx\^ 0 ^z>£5^ ^tmm^n^t^ 

r, ^mm^bnyvy^^>mM(7)^mt^m)iMm^fc^m, ^mm^h 
MM^m^Mm^m^x^^tc^n^^ymy'jy^^y^K ^mmmm 

[0007] *fc, *mw&bi%, -mtotefe^Tkmm&m^xm&mfcmzzywm&m 

&yamis?z>z.t$:%}&u y')y^^y>(D^w-t^mw-^^t^(0(D^ 
3¥M*mfc& ^^m^m^-MA^rxhti^ mmm^m^mmx^^ 
^yvy^^y^±^(Dm<DmnmMmmx^-t^m^it^fz. 0 

[0008] m^mm^bfe, xKy^W^yn— /KglJ^^nrf— JJJIT, PEG»ffi 
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~rzmr&h&%) &t&&wt\sX&m-rzt%r3:. peg s m^f&mmm&^w 
[0009] -r^^ , 

3. yyy^v-yxte^oi^ ^^ffl^-f^yyy^^y^/tfi^^i:® 

4. yv7^i/^xfe^<Dmmm&mnir&Tm&^^ mm lmu^bryyy 
^•ri/^xfew^mn-zMLftoA m g ^mx&&mm&^^^b&wwt.bir%m 

5. yyy^v-^x«^^^^Pi-s^^ N r±h>^v<i-i^^x^ti 

6. yyy^v^ x»^^^^#^ H «^$«^^»$«x©^^, mm 
lmL^^-bryyy^^-^^x^^o^o^tt^A^io m g ^_h-efc^^^ v >s 

7. yy7xtyy xtt-t^Sr^fi^b**^^^*, y^y— /v^ixra^y 
—/^x^tih(Dm^m^^mm6m^(Dm^MMmm^. 

8. #^«#:(Dyyy^^x^^^»*S^^^{J£jlMaT5xe^ti>^i^ 

9. yy^a^v^fctt^co^^fi^&t^fi^^^tb^u yyy^ 
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12. ^^i/^^i-^^«^7Ky^i/>-^y3-/v^§BufBiifB^lM 
[ooio] M^j^ia^b/tM^J^-e^J^bT^^, z-fihommw^tLfiz 

mtLsxmm & (e) -i-[4- (2 - s^^/vr^/) x^]7i^2- (4— ry ^nt° 

3&#T (Chemical & Pharmaceutical Bulletin, 42(12), 2582(1994)) , tMi^^^^U 

ik&m*iEmz.& j *irz>z.b& mmxhztf , mmm Km7k<Djrmxwm~rz>z-t 

fc£Q&fefc1rZ>&ffi (#IWlO-007547-^2M&) 1£$nbflXX 
[0011] *fc, #P?B^5-194218^|R^», m^^^^SS-^b/c^J^^-eMMbLfc 
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X$b% 0 

l£fc. International Journal of Pharmaceutics, 2 16(200 1)43-49 fa^PEG^fDIg^* 

^£;ft/rv^#\ — ^ International Journal of Pharmaceutics, 127(1996)261-272^ 
International Journal of Pharmaceutics,262(2003)125-137^tePEG<^4^#l§$¥£ 

^x^m^t-m^. mmfe#M i M<DVtM*^irz.bhm j £tstix\^ 0 peg^» 
m^^mtm^mm^x^^tcm^^m^MKx<>xm^h(D 
xfe&ztK H&mz. J¥Mtmik~rz>m&&£><^ mm^mm^mirnxw^it 
ir%~b&BWb^xm&ir%ww£<%ihtix\^ 0 ^nb^mffijcm-m^ 
ih^-mm^tvh, yy7^i/>bfc¥M^^<mt£%hcDx&<9, wmm^ 

z.b. yy^^^^^PEG^is^i-^^^^i^^^^^^^^^BM^^^T!)^^ 

z^ik&mm^x^M^mmmftM&mmts^zb^ ^mm^\ ^xmm-z&z 

fi^v&ir^tiX\s ^ \ 
[0012] WT^M^l-of^fS, 

y^rz/xomm. ^tTKmm. ^i^mm. mm. mm. v^mm&mm^. =¥ 
m. mm. -y^^m. ^^m. ^>m. ^^m. y^^m. ^u^m. %m 
. v^m. ?^m. m^m. %<m. t°?v^m. y^^v^m. ^z^/v^m 
. ^^^m^<D^mmb<DmHM^^mmr>'^^j>,m.^mf^b^x^^o 
tpx-h. yy7xtvy©3/N^n^ N mm^bvxmmir^±x0t.^^m^x 
k<. *mmz£<>x&m4m&&mmzm)&irz>z.b&x%z><DX\ mamizti 

[0013] &mmiz%^biV5ryy7^i/z^fttt<Dmn. -hfB#fp^cmi^lE«$n 
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ttrnzzv, m^-i^rtiKm^x, tv^tsiaot, m%KA^"smx*h% 0 

97fifi%-Cfc«9, J;«9$?*L<^0.05fiS%— 50fiS%-e$>«9. J5fc0 *L<J30.05fi 

*%— 2omft%-e&> ( 9, ^0*b<«o.o5Kfi%— ioms%-efe^o fi.u 
*fc, yyy^v^fcte-^^— e^M^b-c0*b<f*, o.oi m g — 100 mg 

Xh<0, £W~£V<m.5 mg— 50 mgXfoV, M^0£L<te, 0.5 mg— 20 mgXhV. 
h^tMJ^<i't0.5 mg— 10 mg-CfcSo 

[0014] yvy^^>^fci^<Dm.(D^^ g ]^\^[^i$i i t^ ^mm^m^m^ 

[ooi5] *fc, #3&w-cv>5 r#^«#:^w*j yyy^^>-^^cD^(D#^® 

^mn\^\^xm&<D^fem^w&^^^mmftx?hz>\h\^ ^mm^y 

oxhm&^mxfoz^b&mMu Mtfomtt, 4o°c, 75%rh, ysy/vmtkm* 
\z.^x^n iz.Kz>&fe&^mumzm^xh, yyy^^m^n^mfc 
m^nh^m^nm^Mi-^y^^^^^m^^M^oAXi^ 
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[0017] ^wic^it5yy7cc^v^fett*(D^©^fi©^^fi©M^bTtta 
^?myv7^i/>-<D#Minfo^A&mfeir%%mb\.xfe, mz.&, 

^^m^tVXy—V^m^^^yt^ (Vector 22/N, Bruker Optik GmbH 
, K-r^) ^«t«9^^h/^S03eUSJSS6ffl; 10000 cm" 1 — 4000 cm'\ ftM1fe;2 cm' 1 
, ;*dMr^HI£&;126|eI\ #^>^fc^-^yh/V^2^C^t^L(Savitzky-Gollay convolution 
method), S#^^^h/Vj!|ffy7h!>x7 OPUS, Bruker Optik GmbH, 

K-rx> &m^ximrUto mffl<Dx^?w^fflfemz^?myy7^>><Di&Mi 

«*<D#Jl^Mi^LfcfgMp B p^^ 
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[0018] — ^?myv7^^<D#Minfo^A&mifcNMRmfc£^xm\feir%jj 

mtLXit, W£&mi&^&#&k&M(W%.t£. CMX-300, Chemagneticsf±$!i, 
?RH) ^i«9^J^-<^h/V»J^L ^ffl^n— ^;t7^^S, 7.5 

mm -fxi— y\ =J^^h^A;9 msec, ^/K*iH*9MLR#5g ;38 sec, t£|S|-[I]3te#C;5 
kHz), #^tL^^^h/V^-^^S(^Jx.«, fiifcltSft^yK?, yu-K^>^ 
77^- ;30 Hz, ^^^K^jt^O, t2=0, t3=0.5, t4=0.6)i-3 o n/N^y 

m^t'^m^m^ <Dm&xu&u ^m&ftMmm^mt^x^ymyyy*. 

[0019] ^mm\^^m^mmmm.^m\tn^^mw-^mmm^(D^mz.mm 
%^t£\^mmftx&^t\z.£9yv7^i/i/tt\tt^ 
■r^mnmmmmmm^.mx^m-fWKmm^<, mm, %m. n^m, mnm 

[0020] lev >5 ryy^^^^fc^^coig^^^a^^^^^tv^^W 

U ^^#^®^^*^^ B » 0 (D^^^j^#^^v^Hrt-c^yy^^ 

yyya,^^^7^«^<D^(D^B#^^^f|jiJ«#^H«f*^^^#:<^^^^ 
[0021] ryyym^^y^Tt^^e^^^ai^^^-b, yyy^^^y*/c^^(D^# 

^wi^^mi>m^^mmm^^^Mm^x^yvy^>^xi^ 
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[0022] yy^a,^^^7^«^(Dm(D#^«^Wi^Mp B p»^^tt^^#^-^^^VN 

[0023] — *\ m&m^TtK yv7^^x\tt(DM&&&^k£&zmm&ffi}jQ~rz> 

-cyyy^i/^x^^^^tt^i^io m g j^±^;fc3^jK^v\ ^Jx.^tK, y 

mat, m^nmmumm<Dwm.K#i^x, m^m^m^mm^t^mm^m 
^mtvxy^^iy^tcn^(D^^mm^mmir^rM^^ ^ 
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[0024] *fc, ±|Bi4^fe^J;^a^<om^^fewy73i^^^tt-t©ift©*S 

ai!bT«, ^!l^.^lOMHz— 25GHz(D^(D^(D^^-et§ o ^fc^SBtfigtetJ 
[0025] §^^}fe^LTW!j;i«yy:7^^ 
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mfhtiz> 0 ^<Djfmxfeife&mm&mBmm-r%j:nKm ^xyvy^-r^^tc 

^mm^comm^i&m^. ^<Dffimmw&<v^)$&i&m^f'mi&m mm 

[oo26] &-£L^i&&ft\(Dms$mm*. M&xfe&izi^&irzxy—MzxQmteztK 
mmm mmm kx<o 5k g ^-/v Kxowkt* t^Ao— i oog/min-e&>*9 , £ h Km~$. 

L<fi, 50-80g/min-efc^ o £fc, 0£LV ^^JtOttiitt, 3Si3t^ife*fcW:$43t 
1,000— 2,500g-Cfc«9, £fb^#?*L<te\ 1,500— 2,200g-efc5 o *fc, 0*uv>K^c?a 
>T— /KCi«9S5ti-^^50-80 o C-efet9, £e>t£0*ixra\ 60-80°C-efcS o 

[0027] &m&&mLitfr&ft<Dm&mmbL,x^ mz.ttvmm&m. y*vsM, 
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[0028] a^sag^j^jBs^L-cf*. mmmm¥mz.w^ti%m&mmbti%m 



[0029] *mw<DmfcMMmmmm.f&mia-±, ^h^mmmm^m-dm^m^ti, 
ti%h<Dx&timmcmmtsti^\ mz.t£. mmm, m#m. m^m, a 

«tvk atfy^v^y^— /k y/w\ ^ryy&ft^as^ff £>*u5„ *-fe^Ji: 
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[0030] m^mmnm\tn,yvy^iy>^tzn^(D^(Dm^ummum.m(D 

«-C1i^^*^400— l,000,000(Di5H/$W3;LC £ib^, 0*L<«TO^ 
i^2,000— 200,000cDf5H-e^ o m^^^Mk^ir^M^MM^h^ 

te. PEG. m=^^>^r^4Y\ ^)^^y^^i/^)*^yzfxi^i/zfxiy?^ 
^y-^— , ^y^^^ix^^bt^>» (J^T\ Hcotmir) , /Ky^i/^y^ 

PEG, ^y^-^^w^y^^ntV^yn^^^y^— X«HCO^W*b< 
, Ht-PEG£W£U/\ 

[0031] ^mfi^ytty^u>mtti/^tt°u^u^?^m-^-- ttt, 

N yy^^^^>-x«^^m^#l 3 H «^^aiJi-^ttS^i-^^i:b(Dt(D^fctv 
tf«tv\ jy^iftm, ^y^^^-i/^(i05)^y^-^>y o ntv^(5)yy3— 
^Tj ? ^y^^y^w^(i6o)^y^^y a ntv^(3o)^y3— MS'J^yvvn^ 

[0032] #^ H ®{bffi]ff!lJ^J(DlS^*^b-C«, 0*L<«M^J^f*t-*fbO.l-9Om*%-e^«9 
, $^^^L<^M^J^^^bl^60M*%-efe§ o PEG^^J^bT**M7K^ 
^LTfi^mfc^fflV^^te, ^L<fiit^i-§fe v #:^*fL3-20m4%^ 

lt#x.5^ ^^^o.ooi-ioo.ooomMro^S'J^-efe^, x<o»^<m— 
i,ooom*%<Diij^-e&>f9, £hiz&^<mo—6oomm%cDm&x&z> 0 
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[0033] t-*5V ^T rttLt/^j bit, ^m~e&Z>yV7^is>xn : £(DM.b4¥£k 

^m^^yy^^;/^^^^ 
[0034] ^mm \z.tert%yy7^i/>^tzj&z:(Di&(D mnmmm mmmmmc^ ^xm 

[0035] [#%^!|1] 

3/^ty!i7xt^y 60g|^7ki40§pt^§fi?L-c*yv— K7^t- (dl-41, ^r-v 

i4oo, m^mm) xwi^tcb^^^-^mm^th^m^^xi^^b^ 

[0036] <^^ H p B n^#^«p B n(D^^^tt> 

<Dm±m&^ir 0 #h«b b b^, ^ P c#5fl^®w^-e^^y^yy^^^>»^ 
i^H^^^^J<^^^@^v^T^«#^@cD3^^^^yy^^^-efc^r 
[0037] ^/Ny^yy^^^^^^BTn^^^WB^^^^tt^ 

:40°C75%RH 
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'■■£{(■ '&<•[■ 


*:h H CI 

yfu hh on 






ND 


ND 




i m\um 


ND 


0.03% 


2 mr*r& 


ND 


0.05% 




l 


ND 


0. 16% 


2 iip B m 


ND 


0. 16% 



ND: Not Detectable 



mmm i 

[0038] tK^vvK7°nfcVV^/Vi?/Vi3— ^2910 204g|^7kl,836§R^T— ^e— B 

#^(am-gc-i, *&mftfflm&m^^xmm%teLxi&&m(mmoMw/v)&m 

$£Lfc„ oft^ =3/N^^yy^^-7"^340f^fL»l,360$|3^^bj£^^N^— 5 
/Hi^^^/^/V AP-S, lmm^y— ^ffl. *y#I7^£*>4±§!0^1«L7c o ^LCD 

(WSG-5, /^WyttMM-ttiA^ ^?M65°C, 4m 3 /min, 
BtS3SS75g/min, BfS^Ui 1.5kg/cm 2 . ^TTV— /v^— =¥^O^^/V^30 

(DH^cp<»7K^»3.9%-efeofc 0 r(Dit»^^^?aS5o°c-eio^^^ 

->i»12t|5^»UM^a(DCM. PU£ft*±^)^ll=. UcfL ^OM^Srn— 
-fi"^(HT P-22, mmHWfm)^m^\ 7.5 mm* O^F^J;«7^ffi^J700 kgf/^ 
x «££IMA150 mg^tT^bfCo $^^^(D^j800fP^tKndr^nt°/vy^/Vir/V 

^84.3§|5, •*?#xxdt<— 7^6000 15.8§R, ^7^25.3^, ^f[^^10.5§|^ 
^m^0.03^^1223§P^^/^$^^M^^-^^^(/N^-y 
-HCT-30, yn^^h^^±M)^V>-C, ^?UJ£60°C, ^[I]fJteiU3rpiiu =3- 
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[0039] mmmmm^m&m^WLm.nm&c, mm^m. wVmin, m^-mrnm 

M75g/min, mB^UJ± 0.7kg/cm\ ^1/- 3r^<Z)1M^/V£30#/ 

[0040] *lbJi^«W^&#&®^Cifig65 < C, Mb^C* 4m7miiu J&^MI 
j£g95g/miiu fft^S^JE 1.5kg/cm\ >V7V— /i/i- ^^(DlM^/l^O^/ 

MMM 4 

[0041] ^»]«^aW^^#^^^C?aS55r, mm^m 4m7miru i^wii 
3Eg75g/miru Hft|§^^U£ 1.5kg/cm\ Z&ls— ^^(D^^/V^Q^/ 

[0042] [it»!|l] 

*lbJgi£&«W5g*^#£K^£65 < C, }M^C* 4m 3 /min, $r1^«J§ 
5gSll5g/min, BftS^Mff 1.5kg/cm\ ^^V— ^^(Di^^/V^30# 

[0043] [itW!|2] 

*»J§^«W^&#£^iB£65 < C, 3m 3 /min, W&Wmm 
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iM75g/min, "SSS&JEE 1.5kg/cm 2 , *:7V— /Vs- ^rWW^&ZV®/ 
[0044] [it«>|3] 

ffimm&nm^<Dmmm*&mm,um±5 o c, msb^m 4m 3 /min, i^mh 

M75g/min, BfS^Ui 1.5kg/cm\ ^1/— ^^<DlMy/V£30#/ 

[0045] < mnm<Dmn7k^tmm^(D^^myvy^iy^(D^B«i^mmRximm 

yy^^^^^(Z)#^»#:^^-*&T^40 o C75%RH#>7^^^#T^^it^6^^ 

ife(8o°c, 2B#r^)-ea'j^bfdft^b, ^?myy7^i-^<D3¥M}Mfo^m. 

ftjt^r (Vector 22/N, Bruker Optik GmbH, hVSO ^J^^h/V^'JSU^lSfS 
ffl; 10000 cm" 1 — 4000 cm" 1 , 5>ft?fE;2 cm"\ y^^m^L\ 126[H), #^tL/t^^h 
/V^2#:|^USavitzky-Gollay convolution method), ^^^^^ h/HI?#fy:7r-!> 
^T(OPUS, Bruker Optik GmbH, K^) £J^T#$f Lfc 0 mMCD^^b^Mfe 

v9-cmK£vmmi'tiJ¥M*nfo$:m* (Dm^xu^fcmm^^yb/p^y^ 
&BK\HW^x^^myvy^iy>(D^BK^^m^Mtc 0 */c, 4o°c75% 
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[oo46] ^?myv7 ^i-^io mgm<Dffimmbk&. mm^^mi^^m^xn 





-Mm 
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%fm\ 
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mmi 
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'MMM 
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it KM 
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3. 9% 


5. 5% 


5. 7% 


8. 4% 


10. 6% 


10. 6% 


10. 8% 




63% 


73% 


71% 


77% 


92% 


90% 


92% 


fi oj'Mi&MmKr 2 


0. 31% 


0. 29% 


0. 35% 


0. 38% 


0. 48% 


0. 44% 


0. 43% 



&<m, ^y^myvy^^>Rxi^co^m^commcMir^^m^)Fi 

^M^Jfflm^^^J*m#^^i-5^fc7 t c^^^^M^fe§-^^LTV>§ 0 
MM 5 

[0047] PEG(j^ n "n^^n=f— /V6000, H^b&S) 270§P^tK1,080$P^T— ^e— ^ 

2o.o%w/v)^iBMbfc 0 ott, ^^myvy^iy^9o^t%m(^a^%m 
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200M, DMV*±M)360§B^g;^LS^^^— K/Ufr>^;V*sV AP-S, lmm^U 

^-fe/Vn-^ (^p B a ^Ttf-fe/VPH102, ^P^LT^i!]ji^M(WSG-5, 
/N^W^y^±M)^tt^^. ^M70°C. ^«Pt»31Sl00g/min, M^tCJEE 
1.5kg/cm\ J^TV- As- ^r^(D^^/V^30#/lO#-e, ftffB^-g-^BtS 

—ttmmm P-22, ^«£XB(T§£>£fflV\ 5.5 mm* (D^j;>)fi-^ffi^500 kgf/fr 
* ^Jfi*60 mg-e^L/to $e>fc£©^900*5£rHPMC 2910 (j§ D n a ^TC-5R, 
ftM^SS) 18.6SB. PEG(1Sp r d^^p^-/V6000, H^bfifc5SD3.5SP, 
^5Mb/&gl)5.6|fB, ^b^^(7ti^hS«)2.3§|3, Htfe=ng|>fb«(^E 

^^o.05gp^270§p^^/^$*^-eM^,^— T&yM'^fz*—* 

-HCT-30, ^n-r>-hS^|±M)^fflV>T, ^?UJS60°C, ^Htfg$Cl3rpiiu 3— 
[0048] [ifc«0S4] 

HPMC2910 (jgD R D^TC-5R,{f iS^^M) 180SB^1,620SR^T— 9t 
#t»(AM-GC-l, cp^aW±M)^fflV>-C«#^LT^^(mSlO.O%W/V)^ 

^•7;V*jV AP-S, lmm^^y— ^ffiffl, *V%y^xrs%m^W$U^ ~<DU^ 
75g/miru BftH^Mffi 1.5kg/cm\ 7^1/- ^r^^(D^^/V^30#/10# 

(Dm&m*n— nmm(m p-22, mmn:mw^m \ 5.5 mm* com^x^n 
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[0049] [Jt^!l5] 

hi)^D3VfVyy( B^tp^I) 108fP^2,592^}^Px., 80^*-eMfiU^ 
^^M^?a^^L^|g^MMUfc 0 o^t^ ^y|gyyy;n^>y90g|$i:?L 
m360^U^m^>^—^M^-^/^^ AP-S, lmm^y— ^y# 
r7^^n>-|±M)-e^#b^ 0 ' (D^^#b b p ^fL*S3,708$ P&T^h^^nn^V^V 

i,o8o§p^px.T»fti!]jg3t^(wsG-5, ;<i>uv?#M)^tt&^ m.n,um7o°c, 
^mmmmm90g/mm, mm^B i.5k g / C m\ ^^—/is^—^-yw^? 
/v£3o#/io#-e\ mm^m^mmir^ticx^m^fco mmm. z.(omm 
^m.m.um7o°cx:io^mm^u ^mm^mmm^ntio ^^m^tdrnm 129 

^M^n-^y-M(HT p-22, mmT.pjfm)^m^\ 5.5 mm^w: 

i«9fi"^ra500 kgf/ft\ iE^jm»60 mg-err^b7io $^^^OiE^j800fP^Hig 
#!J 5 t^LfcTJ SrC^ ~^>f ^ 33 — h^^#fc c 

[0050] < y y z7^^(Du^wm^mx^t'mM(D^^. ^um^^ > 

Sttf^«(25°C, 60%RH^#)^3^^i~ o 

°c, 60%RH^#j;«9M^iass^#^^*5v >Tt>yyy^^M^J»^tt£$£ 
[0051] =t/^y|iyyy^^y^(D^^ttW#^ 

{£#^#:25 C C60%RH 
^^BH^M^-Y^^HDPE bottled 
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3 umik 
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0. 12% 
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6 ±mk 
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0. 34% 


0. 35% 
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HDPE: High Density Polyethylene 

[0052] *mM(D&ffimf-mmtirz>bz.z>^ yyy^^jm^M&^^zmm 

lot, nmm. • m^m^mfifcmm^ti^x^ mm^m^fix\ ^>yy 
iimx&& 0 
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m^mm 

[3] yy-7^^jLn.?:(DM&, mm&&m^i? \cyvy^-r^^fcn^:<D^tmnm 

[4] yy?^i/>'Xtez<Dmcmm&wMirz>xnfr&^ mm imuz.nvxyvy^ 
•i-^>x\^<Dm<Dmmm.mA m g Mmxh^mm^m\^^t^wmtir^m 

[5] yyy^i/y-xnwm-mnirzmmfrK T^Y>m\^<n^^yx\^^h<D 

zt&mktir%ffiJkmxte2i&m<Dmmm\mm&,®o 

[7] yyy^^yv xttvMtelt&mkZttfm&fc. yy;—/v^<\^y/—/v 

xfe^nb<DM&m^j:%mMmmM<vmftmmmm!&o 

[9] yv^^>i^i^(Dm(D^M^xjp^i^^n^n^mu yyy^-r^ 
yyy^^yyj^cte^tofe^o 

zmmmmmmmmio 



WO 2005/092889 PCT/JP2005/005377 

24 



[12] BMfr^i^^^SttW^^ 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/005377 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D453/02, A61K9/20, 31/439, 47/34 f A61P1/12, 13/02, 27/08 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D453/02, A61K9/20, 31/439, 47/34, A61P1/12, 13/02, 27/08 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 

Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2005 

Kokai Jitsuyo Shinan Koho 1971-2005 Toroku Jitsuyo Shinan Koho 1994-2005 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) , REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


WO 96-2 0194 Al (Yamanouchi Pharmaceutical Co. , 


1, 3-8 


Y 


Ltd. ) , 


2, 9-12 




04 July, 1996 (04.07.96), 






Sc EP 801067 Al 






15 October, 1997 (15.10.97) 






Sc US 6017927 A 






25 January, 2000 (25.01.00) 




X 


WO 03/103659 Al (Yamanouchi Pharmaceutical Co., 


1,3-8 


Y 


Ltd. ) , 


2, 9-12 




18 December, 2003 (18.12.03), 






Particularly, example 14 






(Family: none) 





I x I Further documents are hsted in the continuation of Box C. I I See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered 
to be of particular relevance 

"E" earlier application or patent but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibition or other means 
"P" document published prior to the international filing date but later than the 
priority date claimed 



Date of the actual completion of the international search 
19 April, 2005 (19.04.05) 


Date of mailing of the international search report 
17 May, 2005 (17.05.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/005377 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



Y 
A 



Y 
A 



Y 
A 



JP 2003-261439 A (Asahi Kasei Corp.), 
16 September, 2003 (16.09.03), 
Particularly, Claim 4 
(Family: none) 

AHLNECK C. et al . , "The molecular basis of 
moisture effects on the physical and chemical 
stability of drugs in the solid state", 
International Journal of Pharmaceutics, 19 90, 
62, pages 87 to 95 

JP 9-71761 A (Ajinomoto Co., Inc.), 

18 March, 1997 (18.03.97), 
(Family: none) 

JP 62-136240 A (Kabushiki Kaisha Hayashibara 
Seibutsu Kagaku Kenkyujo) , 

19 June, 1987 (19.06.87), 

Particularly, page 2, lower left column, 
line 16 to upper right column, line 4 
& US 4870059 A 

26 September, 1989 (26.09.89) 

Sc GB 2183808 A 

10 June, 1987 (10.06.87) 



1,3-8 
2, 9-12 



2-12 
1 



10-12 

1-9 



10-12 
1-9 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



M§- PCT/ J P 2 0 0 5/0 0 5 3 7 7 



A. *W©JM-«;»*P0>#« (HBWWSMi (IPC) ) 

IntCl. 7 C07D453/02, A61K9/20, 31/439, 47/34, A61P1/12, 


13/02, 


27/08 




W*Srtfofc*/MS»fl- (BR«p9fc&S (IPC) ) 

IntCL? C07D453/02, A61K9/20, 31/439, 47/34, A61P1/12, 


13/02, 


27/08 



1922-199 6^5 
1971 — 200 5^ 
1996-200 5^ 
1994-200 5^ 



liiST-ffif L.tc.m^—^^—^ (y*—?-^—^^^ m^mmvtimm) 

CAPLUS(STN), REGISTRY (STN) 



BBSt-f s 



X 
Y 

X 
Y 

X 
Y 



WO 96-20194 Al (Hj£ft^^fa££H±) 1996. 07. 04 & EP 801067 Al, 
1997. 10. 15 & US 6017927 A, 2000. 01. 25 ' 

WO 03/103659 Al (\U^foM%S&&b&#) 2003. 12. 18, m^MMM 
14 

JP 2003-261439 A (ftMft^tt) 2003.09.16, #tC|f^^4 

(77^ y-&u 



1 , 3-8 

2, 9-12 

1 , 3-8 

2, 9-12 

1 , 3-8 

2, 9-12 



33Ci8fc GffiftSrtti-) 
roj pssfcisw^ ftffl. gs^fc-g'.K.i-Sifcift 



rtj liffllBXftMHti^^teMt^ot 

mm t %>mir& ■& ©-mfc < , isbj ©isaxttaam 
rxj iciiofestit&ot, ^»3tifc©^-Tis?e 

r&j R-^ryF77? 



oiS5S5©Sie ' A 5. 20DI 



19. 04. 2005 



B^HftfFiT (I SA/J P) 

100-8915 
JfcSRtt'Fft; ffl Et^iHT @ 4 # 3 -9- 



«fg## 03-3581-1 101 



4 P 



3 2 3 0 



1*3*1 



3 4 9 2 



i^PCT/ISA/2 10 (f£2^— Z?) (2004^11) 



HgffiH#-§- PCT/JP20 05/00 5 3 7 7 



C Gtt#) 



8f;ftg><6gg>#-» 



Y 
A 



Y 
A 

Y 
A 



AHLNECK C. et al. , "The molecular basis of moisture effects on 
the physical and chemical stability of drugs in the solid 
state" , International Journal of Pharmaceutics, 1990, 62, 
p87-95 

JP 9-71761 A (BfeG>3fc$Sfc^**fc) 1997.03.18 



JP 62-136240 A (#5*^fcWD££WbWFOTf) ■1987.06.19, 

H 2 M&TMB 16 ft-^±M ±fr & US 4870059 A, 1989. 09. 26 

& GB 2183808 A, 1987 06. 10 



2-12 
1 



10-12 
1-9 

10-12 
1-9 



ISPCT/I SA/2 1 0 (fg2-<— ^©gEt) (2004^1^) 



